Supplementary Methods

Generation of Trib2 knockout mice and genotyping
The gene targeting strategy for Trib2 is illustrated in Supplementary Figure S1A , wherein exons 1 and 2 of Trib2 were replaced by a LacZ/Neo cassette and did not encode Trib2 protein. Genomic fragments harboring the entire Trib2 locus were isolated from a 129/Svj mouse genomic library and used to construct the targeting vector ( Fig. S1A-b ). R1 ES cell targeting was generated by conventional gene targeting technology. Southern blotting using 5' and 3' probes, as indicated in Figure S1 , was carried out to select clones that had undergone homologous recombination at the Trib2 locus ( Fig. S1A-c) . Two ES cell clones harboring the deleted allele "-" (#177 and #321) were further microinjected into C57BL/6 blastocysts to generate chimeric mice and then to generate Trib2 +/-mice. To generate neo-resistance cassette-free Trib2 knockout mice, Trib2 +/-female mice carrying the neo r gene were crossed to EIIa Cre transgenic (Cre tg ) male mice (in C57BL/6 background) to remove the neo r gene (Fig. S1-d ). This deletion leaves only one loxP site in intron 2. The neo-excised/Cre tg heterozygous mice were then backcrossed to C57BL/6 mice for one generation to segregate the Cre transgene. The resultant neo-excised/Cre tg -segregated
Trib2
+/-heterozygous mice (designated as the N1 generation) were intercrossed for experimental use and maintained in a 129/C57BL/6 mixed genetic background. Unless otherwise indicated, all mice analyzed in this study were offspring from the intercrosses between the N1 generations. Genotyping was performed using DNA isolated from mice tails with primers specific for wild-type (WT) (P1 and P2) and for Trib2 knockout (de-neo) alleles (P1 and P3), which gave products of 212 bp and 338 bp, respectively. The neo-excised/Cre tg -negative Trib2 +/-heterozygous mice (backcrossed to C57BL/6 for 5 generations, N5) were intercrossed and the E18.5 embryos and pups at the age of postnatal day1, 2, or 10 (P1, p2 or p10) were collected for genotyping. 
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